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From: Chan, Christina 

* Sent: Monday, November 18, 2002 8:20 AM 

* To: Nguyen, Quang (AU1632); STIC-Biotech/ChemLib 
^ Subject: RE: Rush sequence search request for 09/829004 

Please-rush. Thanks Chris 

Chris Chan 

TC 1600 New Hire Training Coordinator and SPE 1644 
308-3973 
CM-1, 9B19 

r 

— Original Message— C_j 
From: Nguyen, Quang (AU1 632) 
Sent: 'Sunday, November 17, 2002 12:00 PM 
To: Chan, Christina 

Subject: Rush sequence search request for 09/829004 

I would like to request for a RUSH sequence search for the above amended case because I would like to 
get it done this bi-week. 

Please search: 

A nucleic acid molecule encoding SEQ ID NO: 7, 8 and 9, against commercial, issued and pending US 
patent application databases. 

I am in AU1636, my mailbox is in CM1-1 1E12. 

THANK YOU. 

Point of Contact: 
Toby Port 

Technical info. Specialist 
CM1 6A04 

703-308*3534 
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Location : 

Date Picked Up: h \j% 
Date Completed: nil*) 

Searcher Prep/Review: 

Clerical : 

Online time: 



TYPE OF SEARCH: 

NA Sequences: 

AA Sequences: 

Structures: 

Bibliographic: 

Litigation : 

Full text: 

Patent Family: 

Other: 



VENDOR/COST (where applic.) 

STN: 

DIALOG: 

Questel/Orbit: __ 

DRLink: 

Lexis/Nexis: 

Sequence Sys.: 

WWW/Internet: 

Other (specify): _ 



clinical trial of cytotos^^T lymphocyte (*CTL*) precursor^^iented peptide 
vaccine therapy is ongoing to evaluate its safety and biologic effects in 9 
patients with HRPC at our institute. End points include toxicity, serum 
prostate-specific antigen (*PSA*) rise, and immunologic effects as measured 
by ELISA for *CTL* activity and anti-peptide IgG antibody induction. 
Toxicity was minimal, and dose-limiting toxicity was not observed. *CTL* 
activity was induced after the cancer vaccine therapy in 5 patients (56%) . 
Of the 9 patients, 1 patient had a partial response and a greater than 50% 
reduction in *PSA*. In 1 patient achieving stable disease, bone metastasis 
recognized on a bone scan before treatment disappeared after the cancer 
vaccine therapy. Six patients showed progressive... 

...cancer. Tolerance of the cancer vaccine therapy and the immunologic 
response were generally good. The clinical responses of this trial have 
been limited but promising. * Immunotherapy* using *CTL* precursor-oriented 
peptide vaccine may become an effective modality of *prostate* *cancer* 
treatment in the future. 
?ds 
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03dec02 11:11:39 User259876 Session D441.2 
$1.93 0.604 DialUnits Filel55 

$2.94 14 Type(s) in Format 3 
$2.94 14 Types 
$4.87 Estimated cost Filel55 

$1.17 0.396 DialUnits Filel59 
$1.30 5 Type(s) in Format 3 
$1.30 5 Types 
$2.47 Estimated cost Filel59 

$2.83 0.506 DialUnits File5 
$15.75 9 Type(s) in Format 3 
$15.75 9 Types 
$18.58 Estimated cost FileS 

$5.69 0.632 DialUnits File73 

$5.00 2 Type(s) in Format 3 
$5.00 2 Types 
$10.69 Estimated cost File73 

OneSearch, 4 files, 2.138 DialUnits FileOS 
$2.16 TELNET 
$38.77 Estimated cost this search 

$39.16 Estimated total session cost 2.239 DialUnits 



### Status: Signed Off. (10 minutes) 




### Status: Path 1 of [Dialog Information Services via Modem] 

### Status: Initializing TCP/IP using (UseTelnetProto 1 ServicelD pto-dialog) 
Trying 31060000009999 ... Open 

DIALOG INFORMATION SERVICES 

PLEASE LOGON: 

******** HHHHHHHH SSSSSSSS? 

### Status: Signing onto Dialog 
******** 

ENTER PASSWORD: 

******** HHHHHHHH SSSSSSSS? ******** 
Welcome to DIALOG 
### Status : Connected 



Dialog level 02.11.01D 

Last logoff: 29nov02 12:52:33 

Logon fileOOl 03dec02 11:01:54 

*** ANNOUNCEMENT *** 
** * 

— File 515 D&B Dun 1 s Electronic Business Directory is now online 

completely updated and redesigned. For details, see HELP NEWS 515. 

* * * 

— File 990 - NewsRoom now contains May 2002 to present records. 

File 993 - NewsRoom archive contains 2002 records from January 2002- 

April 2002. To search all 2002 records, BEGIN 990,993 or B NEWS2002. 

* ** 

--Alerts have been enhanced to allow a single Alert profile to be 
stored and run against multiple files. Duplicate removal is available 
across files and for up to 12 months. The Alert may be run according 
to the file's update frequency or according to a custom 
calendar-based schedule. There are no additional prices for these 

enhanced features. See HELP ALERT for more information. 

* ** 

--U.S. Patents Fulltext (File 654) has been redesigned with 
new search and display features. See HELP NEWS 654 for 
information. 

*** 

— Connect Time joins DialUnits as pricing options on Dialog. 

See HELP CONNECT for information. 

** * 

— CLAIMS/US Patents (Files 340,341, 942) have been enhanced 
with both application and grant publication level in a 

single record. See HELP NEWS 340 for information. 

* * * 

— SourceOne patents are now delivered to your email inbox 
as PDF replacing TIFF delivery. See HELP SOURCE1 for more 
information . 

** * 

--Important news for public and academic 

libraries. See HELP LIBRARY for more information. 

** * 

--Important Notice to Freelance Authors — 

See HELP FREELANCE for more information 

* * * 

For information about the access to file 43 please see Help News43. 

* * * 

NEW FILES RELEASED 

***Dialog NewsRoom - Current 3-4 months (File 990) 
***Dialog NewsRoom - 2002 Archive (File 993) 
***Dialog NewsRoom - 2001 Archive (File 994) 
***Dialog NewsRoom - 2000 Archive (File 995) 

* * * TRADEMARKS CAN- Finland (File 67 9) 



* * * TRADEMARKS CAN-No rway ^Jile 678) 
***TRADEMARKSCAN- Sweden (File 675) 

★ * * 

UPDATING RESUMED 

***Delphes European Business (File 481) 

* ★ ★ 

RELOADED 

***D&B Dun's Electronic Business Directory (File 515) 

***U.S. Patents Fulltext 1976-current (File 654) 

★★★Population Demographics (File 581) 

***Kompass Western Europe (File 590) 

***D&B - Dun ! s Market Identifiers (File 516) 



REMOVED 
CSA Files: 

***Abstracts in New Technologies and Engineering (File 238) 
***Aerospace Database (File 108) 
***Aluminium Industry Abstracts (File 33) 

***Applied Social Sciences Index and Abstracts (File 232) 
***Aquatic Sciences and Fisheries Abstracts (File 44) 
***ARTbibliographies Modern (File 56) 
***Ceramic Abstracts (File 335) 
***Conf erence Papers Index (File 77) 
***Engineered Materials Abstracts (File 293) 
***ISMEC: Mechanical Engineering Abstracts (File 14) 
***Life Sciences Collection (File 76) 

***Linguistics and Language Behavior Abstracts (File 36) 

***LISA (Library & Information Science Abstracts) (File .61) 

***Materials Business File (File 269) 

***METADEX: Metals Science (File 32) 

***Oceanic Abstracts (File 28) 

***Pollution Abstracts (File 41) 

***Sociological Abstracts (File 37) 

***Water Resources Abstracts (File 117) 

Other files: 

***Chicago Tribune (File 632) 
***Fort Lauderdale Sun Sentinel (File 497) 
***The Orlando Sentinel (File 705) 
***Newport News Daily Press (File 747) 
***U.S. Patents Fulltext 1980-1989 (File 653) 
***Washington Post (File 146) 
***Books in Print (File 470) 
***Court Filings (File 793) 

^^^Publishers, Distributors & Wholesalers of the U.S. (File 450) 
***State Tax Today (File 791) 
***Tax Notes Today (File 790) 
***Worldwide Tax Daily (File 792) 

***New document supplier*** 

IMED has been changed to INFOTRIE (see HELP OINFOTRI) 
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»> of new databases, price changes, etc. «< 
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File 1:ERIC 1966-2002/Nov 11 

(c) format only 2002 The Dialog Corporation 
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Cost is in DialUnits 
?b 155, 159, 5, 73 



03ciec02 11:02:08 U^^259876 Session D441.1 
$0.35 0.101 DialUnits Filel 
$0.35 Estimated cost Filel 
$0.04 TELNET 

$0.39 Estimated cost this search 

$0.39 Estimated total session cost 0.101 DialUnits 



SYSTEM: OS - DIALOG OneSearch 

File 155 : MEDLINE (R) 1966-2002/Nov W3 
*File 155: For updating information please see Help NewslSS. Alert 

feature enhanced with customized scheduling. See HELP ALERT. 
File 159:Cancerlit 1975-2002/Oct 

(c) format only 2002 Dialog Corporation 
File 5:Biosis Previews (R) 1969-2002/Nov W4 

(c) 2002 BIOSIS 

*File 5: Alert feature enhanced for multiple files, duplicates 

removal, customized scheduling. See HELP ALERT. 
File 73 : EMBASE 1974-2002/Nov W4 

(c) 2002 Elsevier Science B.V. 
*File 73: Alert feature enhanced for multiple files, duplicates 

removal, customized scheduling. See HELP ALERT. 
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13518448 22117336 PMID: 12121733 

Induction of antibodies against prostate-specific membrane antigen (PSMA) 
by vaccination with a PSMA DNA *vector* . 

Kuratsukuri Katsuyuki; Wang Ching Y; Sone Tomomichi; Nishisaka Nobuyasu; 
Jones Richa££L-E^ — Hara-s- Gab lie] 

irtment of Urology, VA Medical Center, SUNY Upstate Medical 
University, Syracuse, NY13210, USA. 

European urology (Netherlands) Jul 2002, 42 (1) p67-73, ISSN 
0302-2838 Journal Code: 7512719 

afeact/Grant No.: 1S10RR12917-01A1 ; RR; NCRR _ 



Document type": Journal "Article 
Languages : ENGLISH 
Main Citation Owner: NLM 
Record type: In Process 



Induction of antibodies against prostate-specific membrane antigen (PSMA) 
by vaccination with a PSMA DNA *vector*. 

INTRODUCTION AND. OBJECTIVES: Prostate-specific membrane antigen (*PSMA*) 
is a 750 amino acid surface protein expressed primarily in prostate 
epithelium, and is upregulated 10-fold in *prostate* *cancer*. It is 
therefore an attractive target for * immunotherapy* . However, most reported 
antibodies to *PSMA* apparently recognize epitopes in the residue 43-570 
region of the extracellular dom ain, and upo n binding are rapidly removed 
from the cell surface by ^internalization . Th^s^would potentially limit 
their ability to mediate kc-dependent cytoxicityl yn this study, we 
constructed a DNA expression * vector*-; — p^ZJM^ESMc-, — ie— which this region was 
deleted from full-length *PSMA* cDNA. Mice were vaccinated with pV/TM-PSMc 
DNA to determine whether humoral responses directed against *PSMA* -positive 
human *prostate* *cancer* cells could be induced by this C-terminal region. 
METHODS: Polymerase chain reaction (PCR) -based techniques were used to 
delete codons 50-570 from the coding region of human *PSMA* cDNA, thereby 
joining the C-terminal end (PSMc) to the N-terminal 

cytoplasmic/transmembrane domain (TM) . This truncated product, TM-PSMc, was 
cloned into the *vector* pNGVL3 (pV) . The resulting *vector*, pV/TM-PSMc, 
was confirmed by DNA sequencing, and by expression studies using reverse 
transcriptase (RT)-PCR for transcripts and immunohistochemical (IHC) 
staining with the *PSMA* monoclonal antibody (mAb) 7E11.C5. BALB/c mice 
were injected in the tibialis anterior muscle four times, at biweekly 
intervals, with 100 microg *vector* DNA per injection. One week after the 
last injection, blood was drawn for serum preparation. The serum was 
assayed for antibodies against *PSMA* by IHC staining of LNCaP, a *PSMA* 
-positive human ^prostate* * cancer* line. Expression in vaccinated muscle 
cells was determined by RT-PCR assay for TM-PSMc transcripts. RESULTS: 
NIH3T3 cells transfected with pV/TM-PSMc stained positively by IHC reaction 
with mAb 7E11.C5. 48h after one intramuscular (i.m.) injection of mice with 
100 microg pV/TM-PSMc *vector* DNA, TM-PSMc transcripts were detectable in 
muscle RNA by RT-PCR analysis. Anti-serum from pV/ TM-PSMc- DNA vaccinated 
mi c e , at a di 1-u-t i o n — o.f __^J2^^.i-n-te rtsel y" I H'C - s~t~al~ne d — b o t h - 1- i- ve— and- -f i x e d. 
LNCaP ^_.ce-l-r*s CONCLUSIONS: These results demonstrate that anti-*PSMA* 
humoral responses were induced by i.m. injection of mice with pV/TM-PSMc 
DNA. Antibodies in the anti-serum were directed against extracellular 
^epitopes of native *PSMA* expressed by human *prostate* *cancer* cells 
(vaccination with DNA expression vectors such as pV/TM-PSMc may provide an 
Vmmunotherapeutic approach for the treatment of *prostate* * cancer*. 

4/3,K/2 (Item 2 from file: 155) 
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Identif ication and characterization of a human agonist cytotoxic 
lymphocyte epitope of human prostate -specific antigen. 

Terasawa Hiroshi; Tsang Kwong-Yok; Gulley James; Arlen Philip; Schlom 



ratoz-y— ~*o*"f"" Tumor Immunology and Biology, Center for CaHcer^Resl 
aT"cancer Institute, NIH, Bethesda, Maryland 20892, USA. 
inical cancer research : an official journal of the American 
sociation for Cancer Research (United States) Jan 2002, 8 (1) p41-53 

ISSN 1078-0432 Journal Code: 9502500 
Document type: Journal Article 

guages: ENGLISH ^ — 



ltation Uwner: NLM 



K©eoxtJ~^ype: Completed 



One potential target of vaccine therapy for human *prostate* *cancer* is 
the prostate-specific antigen (*PSA* ) . One strategy to enhance the 
immunogenicity of a self-antigen such as *PSA* is to develop agonist 
epitopes that are potentially more immunogenic. The studies described here 
report the design and analysis of an agonist epitope designated *PSA*-3A 
("A" for agonist) of the *PSA*-3 CTL epitope. Studies demonstrate that when 



compared with the native ^^SA*-3- epitope, the *PSA*-3A ag<^^bt demonstrates 
enhanced binding to the MHC class I A2 allele as well as enhanced stability 
of the peptide-MHC complex. T-cell lines generated with either the *PSA*-3 
or the *PSA* -3A peptide showed higher levels of lysis of targets pulsed 
with the *PSA*-3A peptide than those targets pulsed with the *PSA*-3 
peptide; this was observed when both the concentration of peptide and the 
ratio of effector to target cells were titrated. T cells stimulated with 
dendritic cells (DCs) pulsed with *PSA*-3A peptide produced higher levels 
of IFN-gamma than did DCs pulsed with *PSA*-3 peptide; however, no increase 
in apoptosis was seen in T cells stimulated with the *PSA*-3A agonist 
compared with those stimulated with *PSA*-3. Human T-cell lines generated 
with the *PSA*-3A agonist had the ability to lyse human prostate carcinoma 
cells expressing native *PSA* in an MHC-restricted manner. Recombin-ant 
vaccinia viruses were also constructed that contained the entire^* PSA* 
transgene with and without the single amino acid change that constitutes 
the *PSA*-3A epitope; DCs infected with the recombinant * vector* containing 
the agonist amino acid change within the entire *PSA* gene (designated rV- 
*PSA*-3A) were more effective than DCs infected with the rV-*PSA* *vector* 

"celTs 



in enhancing, I^-N-gamma production by T celTs"! FxnaJ-ly, the *PSA*-3A^ 

to induce higher levels of T-cell activation"; compar_ed\ 
wi£fT the *PSA* -3 peptide, in an in vivo model using HLA-A2 . 1/K (bT^ 
ransgenic mice. These studies thus demonstrate the potential use of the 
^PSA*-3A agonist epitope in both peptide- and *vector*-mediated 
^immunotherapy* protocols for *prostate* *cancer*. 
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12519539 21311497 PMID: 11418309 

In vivo transfection and/or cross-priming of dendritic cells following 
DNA and adenoviral immunizations for immunotherapy of cancer — changes in 
peripheral mononuclear subsets and intracellular IL-4 and IFN-gamma 
lymphokine profile . 

Mincheff M; Altankova I; Zoubak S; Tchakarov S; Botev C; Petrov S; 
Krusteva E; Kurteva G; Kurtev P; Dimitrov V; Ilieva M; Georgiev G; 
Lissitchkov T; Chernozems ki I; Meryman H T 

Biomedical Research Institute, 12111 Parklawn Drive, Rockville, MD 20852, 
USA . mcamsmSgwu . edu 

Critical reviews in oncology/hematology (Ireland) Jul-Aug 2001, 39 
(1-2) pl25-32, ISSN 1040-8428 Journal Code: 8916049 

Document type: Clinical Trial; Journal Article" 

Languages : ENGLISH 

Main Citation Owner: NLM 

Record type: Completed 



... express membrane bound molecules (CD80, CD86) . Furthermore, patient 
dendritic cells can be loaded with tumor-associated antigens or peptides 
derived from them and used for ^immunotherapy* . Genetic modification of 
dendritic cells can also lead to presentation of tumor-associated antigens. 
Transfection of dendritic cells with DNA encoding for such antigens can. . . 

. . . tumor specific DNA. Naked DNA immunization offers several potential 
advantages over viral mediated transduction. Among these are the 
inexpensive production and the inherent safety of *plasmid* vectors, as 
well as the lack of immune responses against the carrier. The use of viral 
vectors enhances the immunogenicity of the vaccine due to... 



. . . studies have suggested that the best strategy for achieving an intense 
immune response may be priming with naked DNA followed by boosting with a 
viral *vector* . We have successfully completed a phase I and phase II 
clinical trials on * immunotherapy* of *prostate* *cancer* using naked DNA 
and adenoviral immunizations against the prostate-specific membrane antigen 
(*PSMA* ) and phase I clinical trial on colorectal cancer using naked DNA 
immunization against the carcinoembryonic antigen (CEA) . The vaccination 
was tolerated well and no side... 
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10819147 20355043 PMID: 10895014 

Naked DNA and adenoviral immunizations for immunotherapy of prostate 
cancer: a phase I/II clinical trial. 

Mincheff M; Tchakarov S; Zoubak S; Loukinov D; Botev C; Altankova I; 
Georgiev G; Petrov S; Meryman H T 

American Foundation for Biological Research, Rockville, MD 20852, USA. 
minche f f m@nets cape . net 

European urology (SWITZERLAND) Aug 2000, 38 (2) p208-17, ISSN 
0302-2838 Journal Code: 7512719 

Document type: Clinical Trial; Clinical Trial, Phase I; Clinical Trial, 
Phase II; Journal Article 

Languages: ENGLISH 

Main Citation Owner: NLM 

Record type: Completed 

. . . vectors that carry the tumor-specific DNA. Using the prostate- 
specific membrane antigen (PSMA) as a target molecule, we have initiated a 
clinical trial for ^^iimmu-no-thera^py* of *prostate* *cancer*. The primary 
objective of the /study was to dete^S^ne the safety of the *PSMA* vaccine 
after repeated intradermal inj^cJ^irOti s . METHODS: We have included the 
extracellular human i*FSHA* DNA as well as the human CD86 DNA into separate 
expression vectors (*PSMA* and CD86 plasmids), and into a combined *PSMA* 
/CD86 *plasmid* . In addition, the expression cassette from the *PSMA* 
*plasmid* was inserted into a replication deficient adenoviral expression 
^vector*. Twenty-six patients with ^prostate* * cancer* were entered into a 
phase I/II toxicity-dose escalation study, which was initiated in spring 
1998. Immunizations were performed intradermally at weekly intervals. Doses 



. . . used. RESULTS AND CONCLUSION: No immediate or long-term side effects 
following i]munizations^^have~ :; -^eeji recorded. All patients who received 
initial inoculation with the viSal^vector* followed by *PSMA* *plasmid* 
boosts showed signs (of immunization \s evidenced by the development of a 

delayed-type hypers en^irtivi^y -r-eac^tion after the *PSMA* *plasmid* 

injection. In contrast, of the patients who received a *PSMA* *plasmid* 
and CD86 *plasmid*, only 50% showed signs of successful immunization. Of 
the patients who received *PSMA* *plasmid* and soluble GM-CSF, 67% were 
immunized. However, all patients who received the *PSMA*/CD86 *plasmid* and 
sGM-CSF became immunized. The patients who did not immunize during the 
first round were later successfully immunized after a boost with the viral 
*vector* . The heterogeneity of the medical status and the presence in many 
patients of concomitant hormone therapy does not permit unequivocal 
interpretation of the data with respect to the effectiveness of the 
therapy. However, several responders, as evidenced by a change in the local 
disease, distant metastases, and *PSA* levels, can be identified. A phase 
II clinical study to evaluate the effectiveness of the therapy is currently 
underway. 
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08518345 95277727 PMID: 7538903 

The presence of prostate-specific antigen-related genes in primates and 

the expression ^ .of - recombinant human prostate-specific antigen in a 

transfected -murine cell line. 

Kar^r-'-J F; Kantor J A; Hand P H; Eggensperger D 
^Laooratory of Tumor Immunology and Biology, 
JIH, Bethesda, Maryland 20892, USA. 

Cancer research (UNITED STATES) Jun 1 1995, 
,0008-5472 Journal Code: 2984705R 



L; Schlom J "\ 
National Cancer Institute, 

55 (11) p2455-62, ISSN 
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Human prostate-specific antigen (*PSA*) has been shown as an aid in the 
early detection of *prostate* *cancer* (W. J. Catalona et al . , J. Am. Med. 
Assoc., 270: 948-954, 1993) and was approved in 1994 by the Food and Drug 
Administration for early detection of *prostate* *cancer*. Immunotherapies 
directed against *PSA* have been suggested in patients with metastatic 
*prostate* *cancer* . One of the essential questions is to define which 
nonhuman species express *PSA* for experimental studies. Using Southern 
blot analyses, genes related to human *PSA* have been detected in several 
nonhuman primate species, including chimpanzee, orangutan, gorilla, 
macaque, and rhesus monkey, but not in other mammalian species, including 
rabbit, cow, pig, dog, rat, or mouse. Immunohistochemical staining with 
anti-human *PSA* antisera detected strong staining in both human and monkey 
5rosJ^a£XG — epi-fchel-i-a-1 — ce-l-ls — w-i-t-h — no — reae-ti-vi-ty — to — ra-tr-p-rosfea-te— ce-J 
^Because the *PSA* gene is not present in the murine genome, a matched set" 
of murine cell lines has been developed that may be useful to study the 
biochemical functions of *PSA* and as an experimental target for *PSA* 
^directed 



* immunotherapy* 



^adenocarcinoma o 



y* r. To 
qXY lir 



To estaolisn such cell lines, a C57BL/6 murine 
Lne, MC-38, was transfected with a retroviral 
^vector* containing cDNA encoding the human *PSA* gene. Genetic analysis of 
a *PSA*-secreting clone, *PSA*/MC-38, demonstrated that the *PSA* gene had 
been stably integrated into the MC-38 genome. The *PSA*/MC-38 cell line was 
found to secrete *PSA* into tissue culture medium, producing a protein of 
approximately M(r) 30,000. In vivo, *PSA*/MC-38 grew as a s.c. tumor in 
male and female mice. *PSA*/MC-38 tumors grew more rapidly in athymic mice 
than in syngeneic C57BL/ 6 mice, and in both mouse strains, the *PSA*/MC-38 
tumors grew more slowly than control * vector*-transduced tumors. *PSA* was 
detected in the serum and tumors of *PSA*/MC-38 tumor-bearing mice. It is 
proposed that *PSA* /MC-38 cells may be used as a murine tumor model to test 
potential therapeutic vaccines and other experimental therapies directed 
against *PSA* . 
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BIOACTIVITY OF AUTOLOGOUS IRRADIATED PROSTATE CANCER VACCINES GENERATED 
BY EX VIVO GM-CSF GENE TRANSFER (Meeting abstract) . 

Simons; Carducci; Weber; Marzo A D; Baccala; Cohen; Clift; Mikhak; 
Piantadosi; Partin; Carter; Levitsky; Marshall; Mulligan; Nelson 

Johns Hopkins University, Baltimore, MD, Cell Genesys Corporation, (L.C., 
S.M.C.), Foster City, CA. 

Proc Annu Meet Am Soc Clin Oncol 1998, 17, 

Document Type: MEETING ABSTRACTS 

Languages : ENGLISH 

Main Citation Owner: NOTNLM 

Record type: Completed 

...stimulating factor (GM-CSF) gene-transduced, irradiated tumor vaccines 
induce potent T-cell-mediated antitumor immune responses in poorly 
immunogeneic preclinical animal cancer models including *prostate* *cancer* 

A Phase I trial evaluated this gene therapy strategy in patients with 
metastatic *prostate* *cancer* (PCA T2c-3/N+M0) found at radical 
prostatectomy. Eight patients were treated [times] 3 — 6 cycles as 
outpatients with irradiated, autologous PCA vaccine cells after ex vivo 
human GM-CSF gene transfer using the MFG retrovirus * vector*. A limitation 
of this treatment approach was ex vivo vaccine cell expansion (3/11 cases); 
ex vivo GM-CSF gene transfer was 100% successful (8... 



dendritic cells, macrophages, and degranulating eosinophils surrounding 



vaccine cells. Histologically confirmed DTH reactivit^Ro untransduced, 
autologous PCA target cells was also observed. The median serum *PSA* 
before surgery was 28.85 (range of 6.7 — 75) and the median *PSA* level at 
first vaccination was 0.65 (range of 0.1 — 30.4). By ultrasensitive serum 
*PSA* , 6/8 patients progressed after surgery and vaccination. The range of 
follow up was 51 — 83 weeks. This study represents a clear demonstration of 
immunity to cells derived from prostate cancers in humans and should 
provide a rationale for * immunotherapy* of *prostate* *cancer* using GM-CSF 
transduced vaccines in controlled efficacy trials. Supported by CaPCURE 
Clinical Trials Consortium, NIH S.P.O.R.E. In *Prostate* *Cancer*, CA 
58230. (C) American Society of Clinical Oncology 1998. 
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ABSTRACT: Our goal is to develop ^immunotherapy* for refractory *prostate* 
*cancer*. Gene transfer into dendritic cells offers the possibility of 
long-term, stable expression and presentation of tumor antigens. Towards 
this goal we have designed recombinant oncoretroviral vectors that 
transfer human prostate specific antigen (*PSA*; in a bicistronic 
*vector* format with huCD25, a cell surface marker) and human prostate 
specific membrane antigen (*PSMA*) . We have isolated high titer ecotropic 
and amphotropic *vector* producer clones and demonstrated secretion of 
*PSA* and cell surface expression of huCD25 or *PSMA* in recipient cells. 
Next we optimized transduction and differentiation of murine bone 
marrow-derived dendritic cells (DCs). We found transduced DCs retain 
expression of co-stimulatory and adhesion molecules, and potently 
stimulate allogeneic MLR. Furthermore, we observed that DC/*PSA* or DC/ 
*PSMA* can be utilized for primary in vitro sensitization to generate 
syngeneic murine T lymphocytes with enhanced cytokine production in 
response .to prostate antigen-expressing tumor cells. Most importantly, we 
have also demonstrated that DC/*PSA*- or DC/*PSMA*, when administered 
alone as an in vivo vaccine, can protect against tumor challenge from 
syngeneic MOPC tumors engineered to express prostate antigens. In this 
model ... 

...or s.q. (4X105 DC per recipient; in two doses separated by 4 weeks). 
Transduced DC presented tumor antigen in vivo, as recipients of DC/*PSA* 
had statistically significant increases in serum anti-*PSA* levels (as 
measured by ELISA) that was augmented by the second DC vaccination. We 
also engineered MOPC 315 BALB/c plasmacytoma cells to express huPSA, 
*PSA*/huCD25, *PSMA*, and control/huCD25 . After 18 weeks we challenged 
vaccinated animals with engineered MOPC cells and measured tumor sizes 
over the next 20 days. Most significantly, we found that recipients of 
the DC/*PSA*, when challenged with *PSA*-expressing MOPC tumor cells were 
completely protected from tumor challenge (5/5 recipients) . This marked 
immunity appeared to be antigen-specific, as recipients of 
mock-transduced DC or DC/*PSMA* did not have increased protection from 
challenge with the *PSA*-expressing MOPC tumor cells. These observations 



demonstrate that our ap^^ach of transducing complete tui^^ antigens into 
DC represents a promising strategy for the adoptive * immunotherapy* of 
cancer, including *prostate* *cancer*. 
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MEDIUM: print 
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DOCUMENT TYPE: Article 

RECORD TYPE: Abstract 

LANGUAGE: English 

SUMMARY LANGUAGE: English 

...ABSTRACT: and has a highly restricted tissue distribution. Prostatic 
malignancies in 95% of patients continue to express PSA, making this 
antigen a good candidate for targeted ^immunotherapy* . The goals of our 
studies are to generate a recombinant PSA adenovirus type 5 (Ad5-PSA) 
that is safe and effectively activates a PSA-specific T-cell response 
capable of eliminating *prostate* *cancer* cells, and to characterize the 
immunologic basis for this rejection. Here we show that immunization of 
mice with Ad5-*PSA* induced *PSA*-specif ic cellular and humoral immunity 
that was protective against a subcutaneous challenge with RM11 *prostate* 
*cancer* cells expressing *PSA* (RMllpsa) , but not mock-transf ected RM11 
tumor cells (RMllneo) . Mice immunized with recombinant adenovirus type 5 
encoding beta-galactosidase (Ad5-lacZ) did not generate protective 
immunity. Antitumor activity was predominantly mediated by CD8 + T 
lymphocytes. Although Ad5-*PSA* immunization prior to RMllpsa challenge 
was protective, Ad5-*PSA* immunization alone was not able to control the 
growth of existing RMllpsa tumors. In contrast, established RMllpsa 
tumors ranging in size from 500 to 1,000 mm3 were efficiently eliminated 
if Ad5-*PSA* priming was followed 7 days later by intratumoral injection 
of recombinant canarypox viruses (ALVAC) encoding interleukin-12 (IL-12), 
IL-2, and tumor necrosis factor. . . 

...but natural killer cells became necessary for a maximal response. These 
data provide information on the effector cell populations in a protective 
immune response to *prostate* *cancer* and demonstrate the utility of an 
Ad5-*PSA* vaccine combined with cytokine gene delivery to eliminate large 
established tumors that are refractory to other interventional methods. 

DESCRIPTORS: 

...ORGANISMS: recombinant antigen * vector*; ... 
. . . gene * vector* 
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Retrovirus-mediated gene transfer of prostate specific antigen (*PSA*) into 
dendritic cell precursors for the * immunotherapy* of *prostate* *cancer* . 
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Anti-*PSA* immune responses induced by viral *vector* immunization: A model 
for * immunotherapy* of *pro state* * cancer* . 

MISCELLANEOUS TERMS: ...model, viral ^vector* immunization... 
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♦Immunotherapy* of *prostate*. *cancer* : Anti-*PSA* cytotoxic lymphocytes 
induced by viral *vector* immunization. 
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HLA-transgenic mice have been developed to facilitate studies of 
HLA- restricted cytotoxic responses/ e.g., for the identification of 
immunodominant HLA- restricted *CTL* epitopes and the optimization of 
peptide or DNA vaccine constructs for human use. We have developed 
HLA-A2402/K (b) -transgenic mice expressing chimeric human... 

"T. . domains of H-2K(b)) class I molecules. Immunization of these 
HLA-A2402/K (b) -transgenic mice with various known HLA-A2 4- restricted 
immunodominant cancer *CTL* *epitope* peptides derived from gplOO, MAGE-1, 
MAGE- 3, Her2/neu, CEA and TERT ^^c pH WT - a - ft ? 4-^° striated,. pepLida-Hpegyr f t cz 




CTLs . Using these transaenir irnceJwp. 1 identified a nnvpl HT,A-A?4-refitri rtf*d 
CTL* " * epitope*, * PSA* "Tl52-lb0) , encoded by human prostate-specific 

^ltigen i Staining ^with HLA tetramers showed that the cytotoxic activity 

nduced by i mmunizin g with *PSA* ( 152-160 ) in HLA-A2 402/K (b) transgenic mice 
■* 11LA"A24U? L restricted and "CUB -depen dent/ "There fore, *PSA* ( 152-160) might 
c aiididcT tr€ peptide For vaccination of HLA-A24 ( + ) patients with 
prostate* *cancer* . Our results suggest that HLA-A24 02/K (b) transgenic 
■ might — be — tts-e-ftrl in the search for HLA-A24-restricted *CTL* epitopes 
functioning as human cancer antigens and for the development of W 
peptide-based cancer immunotherapy* . Copyright 2002 Wiley-Liss, Inc. X 
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Prostate-specific antigen (PSA) 
targeted T-cell ^immunotherapy* 



is a potentially useful _a.nt,i a err for 



of *prostate"* 



'cane 




(CaP 




laboratory has identified a synthetic nonamer peptide^ (*PSA* 146-154) 
homologue of *PSA*, which binds to the prevalent human 1 afH^yfo ^mf-jr-p: 
HLA-A2 , and elicits specific cytotoxic T-lymphocyte (*CTL*) responses from 
normal individuals of the HLA-A2 phenotype. x In the present study, we report 
on the induction of *CTL* from peripheral blood mononuclear cells (PBMC) of 
patients with hormone-refractory CaP, which exhibit the same specificity. 
T-cell lines were established from two patients by stimulation of PBMC with 
*PSA* 146-154 peptide in vitro. The^JI u= ^e~x±- — Jjm 63 exhibited specific 
cytolytic activity against T2 cells pulsed with *PSA*\ 146-154 peptide, but 
not a control HLA-A2 binding peptide ((HIV-RT 476-484 Nvia chromium release 
assay (CRA) . The T-cell lines also s howed *ps& *~?3r4t3-i54 peptide-specif ic 
IL-4 responses, but no detectable interf eron-gamma (IFN-gamma) responses 
via enzyme-linked immuno-spot assays. Magnetic immuno-selection studies. . . 



... 4) responses were mediated by CD8(+), but not by CD4 (+) T cells. This 
Tc2 line was further characterized for the ability to recognize 
endogenously processed *PSA* epitopes. The line specifically secreted IL-4 
in response to HLA-A2 ( + ) target cells transfected to express *PSA* and 
specifically lysed the *PSA*(+) target cells, but not control transfected 
cells. The results indicate that the *PSA* 146-154 peptide emulates a 
naturally processed and presented peptide ^epitope* of *PSA* that is within 
the T-cell repertoire of HLA-A2 (+) patients with CaP. 
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Prostate-specific Ag (*PSA* ) , which is expressed in a majority of 
prostate cancers, is a f potential target for specific ^immunotherapy* . 
Previous studies have shown that two 10-mer *PSA* peptides (designated 
*PSA*-1 and *PSA*-3) selected to conform to human HLA class I-A2 motifs can 
elicit *CTL* responses in vitro. A longer *PSA* peptide (30-mer) designated 
*PSA*-OP (oligoepitope peptide), which contains both the *PSA*-1 and *PSA* 
-3 HLA-A2 epitopes and an additional potential *CTL* ^epitope* (designated 
*PSA*-9) for the HLA-class I-A3 allele, was investigated for the ability to 
induce cytotoxic T cell activity. T cell lines from different HLA-A2 and 
HLA-A3 donors were established by in vitro stimulation with *PSA*-OP; the 
*CTL* lines lysed *PSA*-OP as well as *PSA*-1- or *PSA*-3-pulsed C1R-A2 
cells, and *PSA*-OP and *PSA*-9-pulsed C1R-A3 cells, respectively. The 
*CTL* lines derived from the *PSA*-OP peptide also lysed *PSA* -positive 



*prostate* *cancer* ce^J. *PSA* -OP-derived T cell ^Ries also lysed 
recombinant vaccinia-*PSA* -infected targets but not targets infected with 
wild-type vaccinia. *PSA*-OP did not bind HLA-A2 and HLA-A3 molecules. The 
decrease in cytotoxicity in the presence of protease inhibitors suggests 
that the *PSA* -OP is cleaved into shorter peptides, which in turn can 
interact with HLA-class I molecules and, as a consequence, induce *CTL* 
-mediated lysis. We have also demonstrated that it is possible to induce 
*CTL* responses in HLA-A2 . 1/Kb transgenic mice by immunization with *PSA* 
-OP with adjuvant. These studies thus provide evidence that oligopeptides 
such as *PSA* -OP may be useful candidates for peptide-based cancer 
vaccines . 
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Prostate-specific antigen (*PSA*), a tissue-specific protein expressed by 
Imost adenocarcinomas of the prostate, might be a useful target for 
lT-cell-mediated ^immunotherapy* of prostate cancers. The current study 
examined whether it is possible to elicit human cytotoxic T lymphocytes ( 
*CTL*) with specificity for *PSA* . A synthetic nonamer peptide, 
corresponding to residues 146-154 of *PSA* and containing a canonical 
3LA-A2 -binding motif, was shown to stabilize the expression of HLA-A2 on 
the T2 antigen-processing mutant cell line. Repeated in vitro stimulation 
of peripheral blood lymphocytes from a normal HLA-A2+ donor induced *CTL* 
with specificity for the *PSA* 146-154 peptide. The peptide-induced *CTL* 
expressed the CD4- CD8+ cell surface phenotype and were restricted by 
MLA-A2. A large portion of patients with *prostate* *cancer* express the 
HLA-A2 phenotype, implying that many prostate cancers might be targeted by 
HLA-A2-restricted *CTL* with specificity for the *PSA* 146-154 + epitope*. 
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Prostate specific antigen (*PSA*) is a serine protease and member of the 
kallilrein gene family. *PSA*, expressed in a majority of prostate cancers, 
is a potential target for specific * immunotherapy* . Previous studies have 
shown that 3 peptides [*PSA*-1: FLPTKKLQCV; *PSA*-3: VISNDVCAQV; and *PSA* 



\ 



-oliao-*epitope*_ peptidd ^PSA*-OP) : FLTPKKLO CVDLflVTS MO\^^ VHPQKyjiK-K-^ffl- 
elicit — *"CTIT* responses in both normal donors and patients with *prostate* 
* cancer*. The ability of dendritic cells fD'Cs") infected with rv- A f^ 
"(recombinant *PSA*-vaccinia construct) or rV-*PSA*-OP (recombinant *PSA* 
-OP-vaccinia construct) , to promote the in vitro generation of autologous 
*PSA* specific CTLs was investigated. Dendritic cells were expanded from 
peripheral blood mononuclear cells (PBMC) by culturing in vitro for 5-7 
days in medium containing. . . 

...to 7 IVS when autologous PBMCs were used as antigen presenting cells). 
The specificity of these T cell lines were determined by cytotoxic assays 
using *PSA* peptide pulsed C1R-A2 cells, C1R-A2 cells infected with rV- 
*PSA* or rV-*PSA*-OP as well as LNCaP cells. They lysed *PSA*-1, *PSA*-3 or 
*PSA*-OP pulsed C1R-A2 cells, and *PSA* positive, HLA-A2 positive 
*prostate* *cancer* cells. These CTLs also lysed rV-*PSA* and rV-*PSA*-OP 
infected target cells. The specificity of the lysis was defined by the 
inability of the *CTL* to Aso *PSA* negative carcinoma targets, the 
blocking of Easiest with anti-HLA-A2 antibody and the inability of the cold 
K562 target to inhibit lysis. These findings demonstrate for the first time 
(a) the ability to generate *CTL* response to defined *PSA* epitopes using 
rV-*PSA* and rV-*PSA* -OP infected DCs; (b) the ability of LNCaP cells to 
endogenously precess *PSA* to present peptide in the context of major 
histocompatibility complex (*MHC*) for *CTL* lysis; and (c) the ability of 
DCs to endogenously process rV-*PSA* and rV-*PSA*-OP to present specific 
*PSA* peptides in the context of *MHC* for T cell mediated lysis. 
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Generation of human t-cell lines specific for prostate specific antigen 
using an oligo-*epitope* profile (Meeting abstract) . 

Prostate specific antigen (*PSA*), which is expressed in a majority of 
prostate cancers, is a potential target for specific ^immunotherapy* . 
Previous studies have shown that 2 *PSA* peptides (*PSA*-1 and *PSA*-3), 
10-mers, selected to conform to human HLA class 1-A2 motifs, can elicit 
*CTL* responses in both normal donors and patients with *prostate* *cancer* 
A longer *PSA* peptide (30-mer), designated *PSA*-OP (oligo-*epitope* 

peptide), containing the shorter *PSA*-1 and *PSA*-3 peptide sequences, 
was investigated for the ability to mediate cytotoxic T-cell activity. Two 
T-cell lines from different normal donors were established by in vitro 
stimulation with *PSA*-OP. Specificity of these lines for the stimulating 
peptide was determined by cytotoxicity assays using peptide pulsed CIR-A2 
cells. The *CTL* were phenotypically CD4 + CD8 + , or CD4+/CD8+ and CD56-. 
They lysed *PSA*-OP as well as *PSA*-1- or *PSA*-3-pulsed CIR-A2 cells, and 
*PSA* -positive *prostate* *cancer* cells. These T-cell lines also lysed rV- 
*PSA* (recombinant *PSA*-vaccinia construct) infected targets. *PSA*-OP did 
not bind HLA-A2 molecules as indicated by the lack of upregulation of A2 
expression on 174CEM-T2 cells. The decrease in cytotoxicity in the presence 
of protease inhibitors suggested that the *PSA*-OP must be cleaved into 
shorter peptides which in turn can interact with HLA-A2 molecules and, as a 
consequence, induce *CTL* lysis of CIR-A2 cells. Recognition by *CTL* 

suggests that *PSA* -OP peptide may be a potential candidate for use in 
peptide-based vaccines . 
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ABSTRACT: *Prostate* *cancer* (Pea) cells express tissue-specific proteins 
that are potential targets for directed ^immunotherapy* . We previously 
identified a peptide homologue of prostate specific antigen (*PSA* 
146-154), which binds to HLA-A2 and elicits specific cytotoxic T 
lymphocyte (*CTL*) responses from normal individuals. Here we report the 
induction and characterization of *CTL* with the same specificity from 
patients with advanced Pea. T-cell lines were induced from peripheral 
blood mononuclear cells of two patients with stage D3a... 

. . . in-vitro stimulation with peptide. T-cell lines elicited from both 

patients showed peptide-specif ic IL-4 responses and cytotoxicity against 
T2 cells pulsed with *PSA* 146-154 peptide and HLA-A2+ target cells 
transfected to express *PSA*. Immuno-selection studies demonstrated that 
both cytotoxic and IL-4 responses were mediated by CD8+, but not CD4+, T 
cells. This is the first report of the induction of *PSA* 
peptide-specif ic *CTL* of the Tc2 phenotype from patients with advanced 
Pea. The results demonstrate that the T cell repertoire of Pea patients 
contains inducible *CTL* with specificity for a peptide that corresponds 
to a naturally processed ^epitope* of *PSA*. 
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The development of ^immunotherapy* for cancer, such as synthetic 
peptide-based vaccines, relies heavily on the identification of appropriate 
epitopes capable of eliciting antitumor T-cell responses. We have... 



...of computer-based algorithms to predict peptide sequences from 
prostate-specific membrane antigen (PSMA) capable of stimulating in vitro 



CTLs restricted by the d^^-A2 *MHC* molecule. Four of the'WR.ve peptides 
that were predicted by these algorithms were capable of inducing 
antigen-specific CTLs that killed target cells that were... 

...PSMA molecules. These results underline the importance of demonstrating 
antitumor reactivity of peptide-induced CTLs for the selection of epitopes 
destined to become immunotherapeutic for ^prostate* *cancer*. 
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The development of * immunotherapy* for cancer, such as synthetic 
peptide-based vaccines, relies heavily on the identification of appropriate 
epitopes capable of eliciting antitumor T-cell responses. We have used a 
combination of computer-based algorithms to predict peptide sequences from 
prostate-specific membrane antigen (*PSMA*) capable of stimulating in vitro 
CTLs restricted by the HLA-A2 *MHC* molecule. Four of the five peptides 
that were predicted by these algorithms were capable of inducing 
antigen-specific CTLs that killed target cells that were pulsed exogenously 
with the corresponding peptides. However, only one of the four peptides, 
*PSMA* (27), induced CTLs that were effective at recognizing prostate tumor 
cells expressing the HLA— A2 and *PSMA* molecules. These results underline 
the importance of demonstrating antitumor reactivity of peptide-induced 
CTLs for the selection of epitopes destined to become immunotherapeutic for 
*prostate* *cancer*. 
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BACKGROUND: Most strategies in cancer * immunotherapy* are aimed at the 
induction of a strong cellular immune response against the tumor. 
Particularly, CD8 + T lymphocytes have been proven in multiple animal models 

. . . peripheral blood-derived antigen-presenting cells (APC) , containing 
dendritic cells (DC), to generate prostate tumor-specific CD8 + T cells. 
Selected peptides from prostatic acid phosphatase (*PAP*), a prostate 
tissue-specific antigen, were shown to bind HLA-A2 . A high-affinity peptide 
was used to generate peptide-specif ic CD8+ cytolytic T lymphocytes (*CTL*) 
from the peripheral blood of healthy donors. RESULTS: The obtained *PAP* 
-peptide-specif ic *CTL* lysed peptide-coated target cells, 

vaccinia-infected target cells, and HLA-A2-positive prostate-tumor cells in 
.vitro in an antigen-specific manner. CONCLUSIONS: Our results indicate tt 



^CTL* precursors to the 
recruited to elicit an 



^PAP* gene product exist and could be poter 
antitumor response. Thus, *PAP* 



ancigen for inclusion in *prostate* *cancer* vaccines, 
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Report of immune monitoring of prostate cancer patients undergoing T-cell 
therapy using dendritic cells pulsed with HLA-A2- specific peptides from 
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... test and enzyme-linked immunosorbant assay (ELISA) . CONCLUSIONS: Our 
initial observations using an ELISA and DTH test indicate that we are 
enhancing cellular immunity in *prostate*' *cancer* patients following 
infusion with DC plus * PSMA* -de rived peptides. Several methods are underway 
to comprehensively monitor both cell-mediated and humoral immune 
responsiveness, including: determining anti-*PSMA* serum antibody titers, 
testing immunogen-restricted responder-cell proliferation and cytotoxicity, 
assessing aberrations in signal transduction, antigen processing, and 
presentation, and measuring soluble factors that... 

; Enzyme-Linked Immunosorbent Assay; Genes, *MHC* Class I; Treatment 
Outcome 
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Prostatic acid phosphatase (PAP) is uniquely expressed in prostatic 
tissue and prostate cancer. In this study, the immunogenicity of *PAP* was 
investigated in a male rat model. We show that immunization with 
recombinant rat or human *PAP* in CFA leads to a significant Ab response, 
but does not generate *CTL* or result in autoimmune prostatitis. In 
contrast, immunization with recombinant vaccinia expressing human *PAP*, 
but not rat *PAP*, generates a *CTL* response and tissue-speciric 
prostatitis in the absence of detectable *PAP*-specif ic Abs . These findings 
suggest that a cellular immune response to *PAP*, rather than Abs, mediates 
destructive autoimmune prostatitis. Thus, xenogeneic forms of *PAP* are a 
new tool for the induction of prostate-specific immunity and may prove 
useful for the ^immunotherapy* of *prostate* * cancer*. 
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Human prostate-specific antigen (*PSA*) has a highly restricted tissue 
distribution. Its expression is essentially limited to the epithelial cel^s- 
of the prostate gland. Moreover, it continues to be synthesized by prostate 
carcinoma cells. This makes *PSA* an attractive candidate for use as a 
target antigen in the ^immunotherapy* of *prostate* *cancer*. As a first 
step in cjiaj:.a.ct.erizing_ the specific immune response to *PSA* and its 
potential use as a tumor-rejection antigeny" we -have incorpcirated *PSA* into 
ar well-established mouse tumor model. Line 1, a mouse lung carcThomaT^and 
(P815, a mouse mastocytoma, have been transfected with the cDNA for human 
X£SA* . Immunization with a *PSA*-expressing tumor cell line demonstrated a 
memory — -r-espons e_t,o_ _ _* P S A* wh i ch protect e d against subsequent challenge with 
*PSA*-expressing, but not wild-type, tumbTsT^Tum^lf^inf i-l-t-r-ating. J,ymp hoc_ yj:^s. 
could be isolated from *PSA*-expressing tumors grown in naive hosts and 
were specifically cytotoxic against a syngeneic cell line that expressed 
*PSA* . Immunization with tumor cells resulted in the generation of primary 
and memory cytotoxic T lymphocytes (*CTL*) specific for *PSA* . The 
isolation of *PSA*-specif ic *CTL* clones from immunized animals further 
demonstrated that *PSA* can serve as a target antigen for antitumor *CTL* . 
The immunogenicity studies - carried out in this mouse tumor, model provide a 



rationale for the desic^^bf methods to elicit *PSA*-specSE.c cell-mediated 
immunity in humans . . 
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Prostatic tissues and *prostate* *cancer* express several tissue specific 
antigens including prostatic acid phosphatase (*PAP*) and prostate specific 
antigen. Of these, *PAP* shares the least homology to other non-specific 
proteins. The ability of *PAP* to serve as an immunogen and as a potential 
target for ^immunotherapy* was explored in the Dunning rat prostate tumor 
model. Male Copenhagen rats were immunized with *PAP* in Freunds adjuvant, 
antigen pulsed dendritic cells (DC) , and vaccinia constructs containing 
*PAP*. *PAP* -specific antibody responses were detected in those animals 
immunized with *PAP* in Freunds adjuvant. Although no lymphocyte 
proliferative responses could be detected to rat *PAP* in any of the 
animals, proliferation to human *PAP* was demonstrated in immunized rats. 
*PAP*-specif ic *CTL* activity was detected in animals receiving antigen 
pulsed dendritic cells and vaccinia constructs. Finally, inflammation 
within the prostate gland was seen in rats immunized with the recombinant 
*PAP* vaccinia construct. These preliminary studies suggest that tolerance 
to self-antigens can be broken, and that tissue specific antigens may be 
targeted for * immunotherapy* . Future experiments will focus on optimization 
of *PAP* immunogenicity, tumor protection, and tumor treatment studies in 
this animal system. The results of these experiments will form the basis of 
a Phase I human trial immunizing patients with hormone refractory^ 
^prostate* *cancer* with antigen pulsed DC. 
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Targeted *CTL* -mediated immunity for prostate cancer: development of 
human PSA-expressing transgenic mice (Meeting abstract) . 

...antigen (PSA) in the epithelial cells of the prostate gland makes it a 
potential candidate for use as a target antigen in the immunotherapy of 
*prostate* *cancer* . Using the mouse tumors P815 and line 1 each 
trans fected with human *PSA*, we have shown that mice generate a vigorous 
specific cytotoxic T lymphocyte (*CTL*) response to this antigen. Further, 
mice immunized with P815/*PSA* are protected against a subsequent challenge 




with linel/*PSA* tumor ^^lls . We have developed transgel^c mice carrying 
the human *PSA* gene and its regulatory elements in order to express human 
*PSA* in the prostate of mice. We have identified by Southern blot 
analysis, 23 lines of mice which have incorporated differing numbers of the 
*PSA* transgene. *PSA* is present in the serum of the mice at varying 
levels. Further analysis of the tissue distribution of *PSA* using PCR is 
underway and will be presented. This transgenic mouse model will allow us 
to develop methods for generating an autoimmune, cell-mediated response 
against *PSA* which will be translatable to the ^immunotherapy* of human 
*prostate* *cancer*. 
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ABSTRACT: Immunological profiling of the telomerase reverse transcriptase 
(TERT) suggests the potential ability of this enzyme to serve as a target 
for widely applicable * immunotherapy* against cancer. Data from human and 
murine systems demonstrate that cytotoxic T lymphocytes can recognize 
TERT-derived peptides and lyse TERT-positive tumors of multiple... 
...initial results of the first clinical trial to vaccinate cancer patients 
(pts) therapeutically against TERT peptide. 7 HLA-A2 pts with advanced 
cancer (5 with *prostate* * cancer*, 2 with breast cancer) were vaccinated 
up to six times subcutaneously every other week with autologous 
monocyte-derived immature dendritic cells (DC) pulsed ex vivo. . . 

...transient fatigue) and no higher grade toxicity. Bone marrow toxicity 
was not observed. Among 4 evaluable pts who have completed six vaccines, 
serum tumor markers (*PSA* or CA 27-29) decreased transiently and 
modestly in 3 pts. Two of these pts had radiographically stable disease 
(both 4+ months) and two had... 

...3 of 5 patients tested (stimulation indices 7.8 to 95.0, with baseline 
stimulation indices and indices of normal donor cells <2.0). Peptide/ 
*MHC* tetramer analysis of fresh peripheral blood indicated a low-level 
CD8+ post-vaccination reactivity to 1540 peptide in 4 of 4 pts tested 
(0.12 
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There is a lack of effective therapeutic regimens for advanced 
hormone-refractory *prostate* *cancer* (HRPC) . Recent combination regimens 
of chemotherapy have improved the management of HRPC. Neither systemic 
chemotherapy nor radiation regimens have significantly improved survival. 
New approaches with cancer peptides recognized by T-cells in 
^immunotherapy* for *prostate* *cancer* have been investigated. A phase I 




